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Abstract— To investigate the effects of N-4d-salicyloamide-2-amino-6-piperidinopyrimidine 3-oxide (SALMI) on
the blood pressure, this study was carried out in rats, using ethanol as vehicle. When Salmi and its salt
were administered into the rat by oral administration or Zv. injection, both of them decreased blood pressure.
But when Salmi was administered not more than 200 mg/kg(oral) and 30 mg/kg(i.».) and Salmi-HCl was admi-
nistered not more than 100 mg/kg(oral), they did not significantly influence on the depressor effects of blood

pressure.
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Fig. 1. Effect of Salmi on the MAP of rat (oral) (cont : cont-
rol, mpk : mg/kg)
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Fig. 2. Effect of Salmi on the MAP of rat (i.v) (cont : control,
mpk : mg/kg)

Table 1. Effect of Salmi on MAP and HR in SHR (male, 14 weeks). (Oral Screening)

Antihypertensive Effects

Heart Rate

Pre-mmHg mean+ SEM, Post 1h (%) Max (%) AUC (—%xhr) Pre-bpm mean+ SEM. Post 1h (%) Max (%)

Dose mg/kg N

Control 5 136 2 —1.2 - 98
100 5 153 13 —41 -179
200 5 150 6 —4.0 —-27.1
400 5 162 3 —96 —-272

32 334 39 —4.0 26
59 355 26 —14 6.9
187 327 18 10.0 10.3
181 346 54 04 213

Tmax : 7.3 hr, ED20%(MAP) : 118.1 mg/kg, ED30 mmHg : 115.1 mg/kg AUC200 : 514.6 mg/kg
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Table II. Effect of Salmi on MAP and HR in SHR (male, 10 weeks). (i.v. Screening for 2 hrs)

Antihypertensive Effects Heart Rate
Dose mg/kg N -
Pre-mmHg  mean+ SEM. Max (%) AUC (—%xhr)  Pre-bpm mean+ S.EM. Max (%)
Control 5 161 13 - 83 7 357 23 6.0
10 5 164 14 -~ 24 0 354 4 13
30 ) 172 12 — 80 6 351 29 42
100 5 172 7 —279 16 367 12 35
Tmax : 3.0 min, ED20%MAP) : 594 mg/kg, ED30mmHg : 47.3 mg/ke
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Fig. 3. Effect of Salmi-HCl on the MAP of rat (oral) (cont :
control, mpk ; mg/kg)
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Fig. 3. Effect of nitrendipine on the Heart Rate of rat (oral)
(cont ; control, mpk : mg/kg)

Table III. Effect of Salmi-HCl salt on MAP and HR in SHR (male, 13 weeks). (Oral Screening)

Antihypertensive Effects

Heart Rate

Pre-mmHg mean+ SEM. Post 1h (%) Max (%) AUC (—%xhr) Pre-bpm mean+ SEM. Post 1h (%) Max (%)

Dose mg/kg N

Control 5 134 16 -~ 4.2 - 97
50 5 156 25 —14.7 —224
100 5 147 15 - 84 —234
200 5 152 1 - 70 —26.3

33 293 96 9.36 9.45

92 336 62 ~44 2.8

74 327 14 18 32
9 307 3 16 12,5

Tmax : 5.0 hrs. (45, 55, 50 hrs), ED20%(MAP) : 23.30 mg/kg, ED30mmHg : 38.93 mg/kg ED25%(MAP) : 142.85 mg/kg AUC120 : >200

mg/kg
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Table TV. Effect of NTDP on MAP and HR in SHR (male, 13 weeks). (Oral Screening)

Antihypertensive Effects Heart Rate
Dose mg/kg N
Pre-mmHg mean+ SEM. Max (mmHg) Max (%) AUC (—%xhr) Pre-bpm mean+ SEM. Max (bpm) Max (%)
Control 3 158 19 —11.7 — 74 15 313 13 18.0 5.8
1 3 168 5 —~14.3 — 85 29 335 24 220 6.6
3 3 169 6 —-227 —134 88 351 24 303 86
10 4 171 10 —38.0 —22.2 103 340 29 213 6.3

Tmax : 1.0 hrs. (6.5, 2.0, 1.0 hrs.), ED20%(MAP) : 7.5 mg/kg, ED30mmHg : 5.0 mg/kg, AUC200 -164.1 mg/kg
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